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Observations on the Influence of Precursor Conformations on Macrocyclization Reactions
Macrocycles hold great promise in drug discovery as an underutilized class of lead compounds. The low abundance of
these molecules can, in part, be explained by the inherent difficulties in the synthesis of macrocycles and the lack of
general methods for their rapid assembly. We have undertaken a research program aimed at developing methods for
facile synthesis of macrocycles from simple precursors. The synthesis of two new cyclization precursors is described and
the results of their reaction with thionyl chloride are presented and discussed. Whereas one acyclic diol smoothly
underwent macrocyclization to afford a mixture of diastereomeric sulfites, subjection of the other precursor to identical
reaction conditions resulted in the isolation of the linear dichloride. We hypothesize that there is a difference in the ability
of the two molecules to adopt a conformation that is germane to macrocyclization, a proposition that is supported by
conformational analyses using molecular mechanics.
 
General information
State: Published
Organisations: Organic Chemistry, Department of Chemistry, Technical University of Denmark
Authors: Hammershøj, P. (Intern), Beldring, K. (Ekstern), Nielsen, A. R. (Ekstern), Fristrup, P. (Intern), Clausen, M. H.
(Intern)
Number of pages: 8
Pages: 1533-1540
Publication date: 2016
Main Research Area: Technical/natural sciences
 
Publication information
Journal: European Journal of Organic Chemistry
Volume: 2016
Issue number: 8
ISSN (Print): 1434-193X
Ratings: 
BFI (2017): BFI-level 1 
Web of Science (2017): Indexed Yes 
BFI (2016): BFI-level 1 
Scopus rating (2016): CiteScore 2.74 SJR 1.133 SNIP 0.653 
Web of Science (2016): Indexed yes 
BFI (2015): BFI-level 1 
Scopus rating (2015): SJR 1.198 SNIP 0.758 CiteScore 2.88 
Web of Science (2015): Indexed yes 
BFI (2014): BFI-level 1 
Scopus rating (2014): SJR 1.181 SNIP 0.767 CiteScore 2.96 
Web of Science (2014): Indexed yes 
BFI (2013): BFI-level 1 
Scopus rating (2013): SJR 1.292 SNIP 0.796 CiteScore 2.96 
ISI indexed (2013): ISI indexed yes 
Web of Science (2013): Indexed yes 
BFI (2012): BFI-level 1 
Scopus rating (2012): SJR 1.471 SNIP 0.811 CiteScore 2.93 
ISI indexed (2012): ISI indexed yes 
Web of Science (2012): Indexed yes 
BFI (2011): BFI-level 1 
Scopus rating (2011): SJR 1.536 SNIP 0.857 CiteScore 3.2 
ISI indexed (2011): ISI indexed yes 
Web of Science (2011): Indexed yes 
BFI (2010): BFI-level 1 
Scopus rating (2010): SJR 1.572 SNIP 0.785 
Web of Science (2010): Indexed yes 
BFI (2009): BFI-level 1 
Scopus rating (2009): SJR 1.497 SNIP 0.778 
Web of Science (2009): Indexed yes 
BFI (2008): BFI-level 2 
Scopus rating (2008): SJR 1.652 SNIP 0.759 
Web of Science (2008): Indexed yes 
Scopus rating (2007): SJR 1.711 SNIP 0.84 
Web of Science (2007): Indexed yes 
Scopus rating (2006): SJR 1.505 SNIP 0.849 
Scopus rating (2005): SJR 1.246 SNIP 0.763 
Scopus rating (2004): SJR 1.2 SNIP 0.81 
Scopus rating (2003): SJR 1.19 SNIP 0.802 
Web of Science (2003): Indexed yes 
Scopus rating (2002): SJR 1.382 SNIP 0.829 
Web of Science (2002): Indexed yes 
Scopus rating (2001): SJR 1.159 SNIP 0.816 
Web of Science (2001): Indexed yes 
Scopus rating (2000): SJR 1.192 SNIP 1.048 
Web of Science (2000): Indexed yes 
Scopus rating (1999): SJR 0.877 SNIP 0.976 
Original language: English
Conformation analysis, Cyclization, Drug discovery, Macrocycles, Molecular modeling, Synthetic methods
Electronic versions: 
Observations_on_the_Influence_of_Precursor_Conformations_on_Macrocyclization_Reactions_postprint.pdf. Embargo
ended: 15/02/2017 
DOIs: 
10.1002/ejoc.201501445 
Source: FindIt
Source-ID: 2292278711
Publication: Research - peer-review › Journal article – Annual report year: 2016
 
